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USUAL DOSAGE: Sea
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complete prescribing
Information.

Store at controlled room
temperatura 15°-30°C {59°-
88°F) (sep LUISP). Protect fromn
light.

This is a bulk package.
Dispanse contents with a
child-rasistant closure {as
required) end In a tight,
light-rasisiant contalner as
dafinad In the USP.

Issuad 06/02
L8047

USUAL DOSAGE: See
accompanying Hierature for
complote praseriblng
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This is a bulk package.
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child-resistant closure {as
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dafined In the USP.

Issued 08/02
Le054

See

NDC 0185-0311-01
£ach tablet contains:
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TRAMADOL HYDROGHLORIDE TABLETS
Rz omly
DESCAPTION
Teamado! hydrachlaride is 2 centrally acting analgssle. Tha chamical nama lor {ramadol hydrachlarida is (&) ofs-2-
[{ i 14 Iydeachloride. Its structural formula |s:
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The malscular waight of tiamadol hydrochlarid [s 2958, Tramadal bydrochlorida i a white, biller, crystalling 2nd odor-
less pawdar. i is rsadiby solubls In water and elbanal and tas a pka of 941, The n-octanalfwater log panitian cocHician!
(logP} B 135l pH 7.

Each tablet lor oral adminisliation contains 50 mg a framado! hydochloride ang the folfowing inm:liv: ingradtenis:

coiloida! silicon diaxide, corn starch, hydro . lclose 3 rate, micro-
aystalive ealldose, potyethylana ghyool, polysorbals 60, sodium starch Ghycolate, and titanium dioxids.

CLINICAL PHARMAGOLOGY

Pham aco dyna mis

Tramadoi & a caateally acling synthellc apiaid analgesic. Although ils mnda of action is nol camplelsly undersiaad, trom
animal tests. a leas! twe compiementary machanisms appear applicabls; bindirg of perenl and Mt metabolite to p-opioid
ewceptars and weak imhibitlon of reuplake of parspinephrine and serotanin

Opinid activly is dun 10 bath iow alfindy binding a1 1hs pareni compound and higher atfinky dinding of the O-camaltylaiad
Malabolts M1 to ji-apid receptors. In ankmal modats, M1 Is up to 6 limas mara potant Ihan (ramadol in producing anal-
@osia and 200 fimes mars polent in -opivid binding. TamadoHnducad analgesia is ondy pariially antagonized try the epl-
s anlagonist paloxone in saverzl aniral tesls. The relaifue conlributian of both lamadsl and M1 4o human anakpesia it
depsadent upan the pasma ions af sach {548 CLINICAL PHARMACOLOGY. Phasmacokinatics).

Tramaiul has bean shawn to infibit muplake o norepinephrine and serotonla vitro, as hawve same other opiold aral-
gesics. Thase mechanisms may conlribute independently to e ovarall analgasic pratile of tramadol Iryerochiarids.

in humans begins approximalely within one habr after adminfsiration 2nd reaches a peak |n appronimatsty two
1o thine haurs, .

Apart from amlgesi. tramadal tydrochlonds adminisiration may produce a consislialion of syamtoms {inchuding dizi-
Tess, SOMNGMNCE, Nairked, Conslipation, swaating and pruritus) shmikar to that of other opleids. (0 contrasl to marphine,
tramadad kas not bean shown t¢ cause histamine relsase, A1 therapeutic doses, (ramadel fydrochlatide has no effecl an
hear rals, lafl-vortricular lunction of cardiac indew. been ohegrved,

Phamsmkinelle

The analgesic activhy of tramada i dua to both parent dnig and the M1 melabolite (sas CLINICAL PHARMACOLOGY,
Punmaeodynamies).  Tramadal & admintsiersd as a raceniate and balh tha (-] and |+] ferms of both Iramadol and M1 are
riaciad ia the circubation. Tramadol & well absorbed orily with an absolule binavaliabikty ol 75%, Tramadal tas a vol-
ura of dustribulicn ol approximataly 2.7 Lig and fs only 20% bound to plasmm prateins, Tramadol s axtonsively matabo-
leed bry a numbey of pathways, including CYP2DS and CYP3AM, as wall ag by confugation of parent and maltabolitss. One
maraalite, M1, i phammacalugically actiue in animal mudals. Tha formalin of M1 (s depandsnl ypon CYP2D6 and as
such is. subjact 1o Inhibitlog which may aftect the Irapauiic responsa {509 PRECAUTIONS, Orwe Interactioay). Tramadal
and ix matabokles ard axcreled prienarity i It urina with obsarved plasma habl-fves of 6.3 and 7.4 haurs for tamadal
and M1, respectivaly, Liaxr pharmacoknatics have been obsanved foluwing muttipla doses of 50 ang 100 mg 1o stuady-stals.

Absurpion-

Racemic Iramadol is repidly and aimasl complately absorbied alier oral adminisiratien. The mean abspluta bioavaitabiltty
of 2100 mg oral dose i approximately 75% . The mean peak plasma concantration ol racamic Iramadol and M1 occurs al
twa and thres haurs, tespectivoly, aflar zuministralion in heahhy edulls. In goneral, both saantlomers of Iramagol and Mi
folaw a paralisi 1ima courss in the body fellawing sirgle and muttple dases although small diflerences (-10%) axist in lhe
absalute amaunl of each ananligmer prasent.

Steady-state phasma cavicerdratians of balh Iramarol and M1 are achiaved within twa days with qLd dosing. Thars i no
avidance of self-induttion [s00 Figure 1 and Table 1 below),

Figure 1: Munan Tramadel and M1 Plasma Concamiration Praliles akar a Singl 1G0 mg Oval Dase
#nd aHer Twenty-Nina 100 mg Oral doses of Tramadol HC{ pivenqid.
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Farmatian of M1 i dpandert an CYPZDG and as such is subjsct Ia inhibition, which may atiect 1he Iharapautic mspomse

{s2e PRECAUTIONS, Druy Entnraciios),

Approximalety 7% of Iha popiation has raduced aclivity ol the CYP206 i o P-450. Thasa i

e “poor metabolirs” of dabrsaquine, Uricyelie , amang othar drugs. Basad an 2

population PIC analysis of Phase | sturfies m heallhy subjects, concentrations of (ramadol ware approximealaly 20% higher

[n "poor metaboilzers” versus. “adensive , while M1 ions wara 40% fownr, < therapy

with inhibitors of CYP2D& such as (lupxaling. paroxeline and quinidins could resall in significant drug Intaraclions, fp

vitra drug imeraction sludies in human fvar microsomes Indicals that inhibiars al CYPZDE sich as fluoelin ang fts.

mielaboiita norfludketing, amdriptyling and quiniding fnhibit the metatadsm of framadol ta various degrees, suggesting that

istralion ol thesa cauld r4sufl in increases in Iramadol concantsatlans and recreased con-

of ML The full phs impart of thass ahieratians i tarms of eithar efficacy or safuly is ynknown,

Cancomitant usa ol SERQTONIK ra-tgitake INHIBITORS and MAG INHIBITGRS. may anhance the sk of advarsa suents,

Inchoding seizure (so4 WARNINGS) and serolonin syndama.

Emination:

Tramadol is sliminated primaniy fhrough melabatism by the liver and the melabolites are nkiminaed primarity by the kid-

nays. Tha mean lerminal plasma sfimmation hall-Gves of racamic tramadal and racemic Mliare B3t 1dand 7d 214

hours, respectivaly. The plaama siimination baff-lits ol racemic tramadol incraased fram appronimately six haurs to sevdn

hours upon multiph dosing,

Speclal Populations
Ranat-

fmpaired ranal fusction rasuhs in a decssased rale and axtent ol axcration ol tramadol and its active mataboliia, M1, In
pallenls wilh creatinine ciearances of bass than 30 mL/min, adjusimém of the dosing rsgimen is racommondad [£70]
DORAGE ANO ADMINISTRATION]. Tha total amaund of iramade! and M1 rmovad during a 4 hour diklysis period is fiss
tian T ol 1ba administered doss.

Metabalism of Iramadel and M1 & raduced in patients with advanced drrhosis of the Iives, resulling m both 2 Rger area.
under the concantration time curve Tor tramadol and lerger amadel znd M1 almination ad-kues. 13 hrs. for tramadol
Iindm:!'hrs. for Mi). In cirhotic palisrts, adjustmant cf the dosing regimen is recommendsd (Sex DOSAGE AMD ADMIN-
5 TAATION).

Gerdatric:

Healthy eldsrly susfects aged 85 to 75 ymars have phasma lamadel lions and i iy to
thosa abserved In healliyy subjects less than 55 years of aga. In subjacts over 75 yaars, maximum sarum concenlrations
o olwvaled (204 vs. 162 ng/mL} and the siimination hall-li is proloaged {7 vs_ B kours| compared 1o subjocts 65 o 75
yuars ol age. Adjustment of the day dosd is recommandad far gatients oider than 75 years (saa DOSAGE AND ADMINIS-
TRATIDH).

Gendar

The absolule bioavailabllity of framada| was 73% In maies and 75% in lemales, Tha plastua deararce was 6.4 mUmivkg
In males and 5.7 mU/mirvkg in lemakes followng a 100 mg W dosa of rammdol. Following a slngla aral dosa, and afler
adjushing Jar pody wigh, I¢les had 2 17% higher peak tramadai conceniraion and a 35%, highwt 2rea under the can-
vetrtion-line curve compared la mais. The clinical significanca of this diierence ts unknown,

Cllokal Studies

Tramadol hydrachicride tablels has baen given in singhe oral dosss of 50, 75 and 100 my la patients with pain follawing
surgical procedurnd i pain (oliowing pral surgery (axiractian of impacted molars],

In 3ingle-dosa models. of pain foBawing oral surgery, pain risl was damonslrated i samy patisnts at doses ol 50 mg and
75 mg A dose ol 100 mg Iramadal hydrochlorids tanded ty provide ansigesia supsriar o codeing sullzis 50 mg, but it
was not s 4ffecive as the combination of asairin &50 mg with codaine phasphate 60 my.

Tramacol has been studsed i 1hres lang-iarm camtrolled iriais imvadving a total of B20 patients, wilh 530 palisnts recaiving
tamadol Irpdrochiaridn. Patients with a varisty of chranic gairful canditlons wars studisd in daubk-blind Iiaks of one la
(hrea months duration, Avarage dafy doses of approximalsly 250 mg of lramadel hydrochioride in dvided duses wern
ginerally comparable ta (v doses of acelaminaphen 300 mg wilh codeine phosphats 30 myg (TYLENOL® with Codaina
3} daily, (iva dases al aspiria 325 mg weth codeing phosphata 30 mg daily, or to la three dasas of acalaminop b 500
my with paycodons trydrachloride 5 mg (TYLOX®} daly,

Riration Triake

In a randomized, biinded eilnical sludy with 129 t0 132 parients ger Group, 2 10-day Inmtian to a daily Irmadel tydmchi-
ride dost ol 200 mg (50 my g.id §. anained in 50 my incremams avery 3 days, was lound la result n Iswer discontinua-
tians dua to dizziness or verligo L Ifiratian over anly 4 days o5 na INrtian,
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INDICATIONS ANI USAGE
Tramado! hydrochloride tablels are Indicalad for the managemant of moduate to odaralaly savere pam in adutis.
CONTRAINDICAT[ONS.

Tramadol ydrochlorige lablals should not be administared to patlenis who have previnusly demonstralsd bypersensitivity
(0 1ramado), any othas component ol Itds produdt or oplaigs. Tramadal |s contraindicated In any sHaation whare opiads
are comraindicated, inchading acule imoxication with any of the follawing: akohol, typootics. nascolics, camrally asting
analgesics, apioids of isycholiopic drugs, Tramado! may waorsen cenical naraus System and respirajgry deprassion in

Tabla 1 Ihase palins,
Mean (%CV) Fharmacakioslic Paramelary for Racwmic Tramadol and M1 Malakolile WARNINGE
Seirure Rk
Population” P wianl Drugl Poak Con. Tima io Chararcafbd | 17 (hre) Suizures have deou ro . e
- B} N poted ia patlamls reetiving lramadol ydroshioride tebints within the recommanded datige
| Dosage Asgimana |  Motabuiite (rgimi) Poak thna | tmlsminsig) Anyl, Sponlameous puxi-marketing mporty indisits that weieure rish Is laomaned with doses of iramadol abave the
Haalthy Adl:‘ Tramadol 582 (30} 2.3 (51} 5.90 (25} 8.7 {15} Rage. itand use of ramadad Increasas the sebore risk & padicnts bating:
o al + Belaclive serotanin reaptaie inhibitors (SERT antidepressants or anomctics),
116 {29) 24 (48] hd ro(14) + Tritpelic andidegrunsants (TEAs), bt ofiver bricyclic . e, ¥ic ), or
Haalthy Adude, Tramadol 208 (Z5) 16 (63} 450 {an) 55 [20] = Ofther opiolds.
100 mg Adeintsiralion of ramadai sydrochioride tabicty may enfncs tha sefzura risk is petients Laking:
S0 pa. M1 85.0 {36} o5 hd 6.7 (16) * MAD ighititors {cee atsa WARNINGS., Use with MAQ (nkibitors).
Gorizin « Nearoteglies, or
(> 7 yra} T a3 2109 ses (st roEa) * Dther drags Hal reduce tha seinre thorabiotd.
50 mg SO po. M1 d d 3 d fisk of canvulioes may sha |nereaze is paiients Wit cpliepsy, haxe with o higlory of salbrures, ar i patizots wilt a
y - o i Ic dis leohal Ll fodet] .
Hrdlomosied | Tamadol | 270 | taqer | ez3es | eagn ottt mrkee. mkcton bt £ st o o 0 11 i, RS ko
mg 4 .
SDpo. Mi 19.4 {12} 8.4 (20 © 185 {15] Asaphylactuid Reaclion:
B - Seripus and ratety fatal araphyiacioi reactions have been rapornied in patienls recerving thevapy with ramadol hydrociio-
o wv';;m i “ < A2 105 (31) fide tabints, When thess events do aeour if 75 often following e first dose. Othar reporied allergic reaclions include pru-
n;a ma S0 M < o A 116 (40} ntus, hives, bronchospasm, angioedema, toxic apidermal necrolysis and Stevons-Jetnsen syndeome, Patients with a his-
- tary of anaphyiaciaid reactions la codeine and other apiids may ba t incrsased risk and terglora shoold ol racefve ta-
Aenal Impairad Tramadal @ e 32317y 110 {23} madol {seq COMTRAMME ICATIONS).
CLmdr;D Ml < 16.9 (18} Recgiratory Bepression *
100 i © .
3 S0t b Adimw Tramadal mbiels cautiousty in patiets at risk tor 14spirtary depression. In thase patients alter-

2 $D = Single dass, MO = Multipte dose, p o = Oral admin/stration,
iv= Intravenoys adminisirati i.d. = Faur limas daity

b F ropresents tha oral bigavallability ol (ramadal

© Mot appiicatis .

4 Hol masvred

Foed Effscts:

Oral 2dministralion ol tramadal with food dass not sigrificantly affect is rale or adant of absorptian, tharsfore, ramagol

Gan ba administered wiltheut ragard to load.

Diswipvtion: '

The valuma of disirbution of tramadal was 2.6 and 2.9 fitersMg in male and female subjects, fespectivaly, Iofiawing a 100

mg intravenous dose. The binding ol tramadal tp human plasrua proteing is approwimatedy 20% end binding alsa appears

Ia be indepandwat of CORCamcalion up Lo 10 pg/ml. Saluration of plasma proisia binding occurs doly @l concenlvations

0utsitn the dlinlcadly ralsant range.

Malzbodsm:

Framado| i xiens iy ived atter oral ini A

y 30 of the dosa is excoated i Iha urine as

anctanged drug, whereas 60% of 1 dose i wkcreled as ll'l'labﬂﬁlls Tha remaindac is excraled efther as unideniitied or
@ unsxdractable meabolzes. The major melabolic pathuays appear 1o ba M- and O-demattylation and glucuranidation or
suftalion Tn the liver. Onn matabalte {O-desmeitytiramadol, dencled M1) = pharmacalogically active In animal models,
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TRAMADOL
HYDAROCHLORIDE TABLETS
Ax only

Tati nan-opiokd anakgesics should be considered. When Lacgs doses of tramadol ars administersd with arrsihetic mad-
ications of akeahol, irlary SN may resilt. Respi y ion should be treated as an averdose. I nalge-
ane & (0 be administersd, use cautiously becauss it may praciaiiate ssizres [5¢¢ WARNINGS, Eclzure Riwk and DYER-
DOSAGE),

lederaciing will Central Narvoas Bysters {CNS) Dapreszaats:

Tramardol tydrochlaride tablals should be used with caution and in reduced dosages when administered 1a patients recaly-
Ing CNS defitssants such as aicohol, opioids, anesthutic agenis, mancalics, phenothiazines, Iranquilizers or sedatfve hyp-
notics. ramadol increases e risk of NS and respirataty depression i thess pafiems.

(ncressed iniacraalal Pressure oc Hand Treuma

Teamadal hydinchlorida tablets shauld ba used with caution in patients with incraased intracranial pressura or head injury,
The tespiralory depressant #Hects ol opicids inchrde catbon diguirle reiemtion and sacnndary elavation of carabrosping
liuid pressure, ard may ba markedly nxaggerated in Ihasa patients. Advitianally, pupiliary changes {micsis) from ramadoi
may abscure the xislence, oxtend, o courss af intracanial . Qinicians shoutd atsa maintaky a high nderx of sus-
icion kar adverse drug reactian when svakialing alered mental stafus in (hasa patinnls  Ihay are 1ecaiving tramadol (Ses
Rexpiraiory Depresion).

Ulya In Ambulalary Patisnty

Tramadol bydrochloride tabilels may impair v mental and or phyzical abiiities required for Ihe performance of patentially
hazardous tsks sych a5 driving a car ar operating machinery. Th patient usig this drug should be cautionad accordingsy,
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s with WAD [ohibiloa avd saroionin re-aptake bonhibilor

Usa Iramadal atrochlorida lablsts with greal cautlen in patients laking monaaming essdase inbibitors. Animaf siudies
henve shown increased deaths wilh combined adminisiration. Corcomiant use of Iramadol with MAC lnhibdors or SSRI's
iner eases The Mok ol adverss evanis, including seltura and serolonin Symdrome.

Withdranral

Wil bedsinwal symplums may oocwr 4 framadal iyedrochiaride tablals are drscontinued abcuptty. (Se DAUG ABUSE AND

mumm Thass symptoms may Include: anxietv swaannq mnsomnia, rigors, palr, nausea. tramors, diarrhea. uppar
wnd ranly Clirical i supgests thal withdrawal symptoms:

mly be telimvnd by Lapering the medication,

Piyvical Dependencs and Atirza
Tramadal hydrachiaride tablats may induce psychlc and physical dependencn al the morphina-typs (-opiold) {sea DRUG
AB{JSE AND DEPEMDEMCE). Tramadol shaldd not ba used In opioid-depandent patisnts. Tramadat bas basn shawm (o
Teinltiale physical depeadence in soms mlinls that have basn provisusty depandsnt on other opioids. Capandence and
ahuse, ineirting drug-sesking baravior ang taking illed Fctions 1o abiain the dreg, are nat Imilsd 1o thosa patisms wilh
piior histary ol opioid depandance.
Ak of Overdmsye
Serious palential ] sagu with Irarmadol hy Tablets am contral nervous system degression,
respiratory depression and death. (n treating an aviigdosa, primary amteation should be ghvan to malntzining adequatd vin-
Iikaiion akeng wiih genaral supportive treastmant {s¢ OVERDOSAGE).
PAECAUTIONS
lﬂm Abdominal Conditior:
of tramado) oy complicate the clivical
thee in Aenal aod Hepalic Drcsse
Impaired renal function resufls in @ decissad rate and exient of weeration ol tramadol and is active metabolite, M1, In
pakinnts with creatining Searances ol ks than 30 mLAmin, dosing reducton is recommended (se4 DDSAGE AND ADM-
ISTRATVIRS. Mstabolism of Iamadol and MY & reduced In patiwnts with advanced cimhests of the ivar  In cimholic
patfents, dosing reduction i rscommandad (set QOSAGE ANT ADMINIETRATION].
With Ih= prolonyed hali-fife In thesa condilions, aciievament of steady-siate is delayed, so |hat d may Lake sevaral days for
slevaled ptasma concentralions to devalep,
Infarmation for Paticals
= Tramadn! hydrochloride lablats may impair mantal or nhvslm] abiltits required lor e performance of polenlially haz-
ardous tasks such 8 driving a car or ageraling machi
» Tramado| tydrochiarhds tablais shaikt nol ba Laken wnh almhel cortaining baverages.
« Tramadol hydrochinride lablsts shoukd be used with cautiaa when Laking medications such ax iranquilleers, ypnalies of
ather apiate containing anakgesics.
= The patiant should be Tsbructed 1o inlorm e physicln if they are pregrerd, Iink they might bacoms giagnam, or ara
ying io bacoms pragnant [see PRECAUTIONS, Labor and Delbrery].
» The palianl should urdrstand the single-doss and 24 hour dosa imil and the dme infarval betwasn dosas, sines axcaed-
Ing Ihesa afis can resul i, Skizures and daaih,
Dreg Interactions
ln vitrs studies Indicats Ihmfamaﬂnl B unM(aN (a inhiblt 1w CYP3A4-medated meaboftn of other diuge when tramadol
toses. Tramadol does ml ppear to induss its own metaboBsm in humans,
since obsarved mawimal phsma concentrations aftar muRiple oral dosss am kigher than wupecisd based op singis-dosa
data. Tramadol is 2 m inducer af selscied d1ug melabolism pabiways measurad in anima's.
Lise with Carbamarspine
Patisnts laking cavbrmarepine may bav a significantly reduced andqesic dect of tAmadol. Becausd carbamazeping
intraases tramadol mataboksm and becausé of the seinme risk associated with tramadal. concomitan! adminsiration ol
tramadarl and cartamazeging is rol recommanded,

ol palienis with acube abdominzl sonditions.

b Ila M1 by CYP206. Quinidiva is a stlective inhiblor of thal BoenZyme, w0 thal corcomiant
administration of quimiding and tramadol rasuits In Incrsasad concentianians of tramadod and reducad conosntrations ol
M1, The dinicat consequancas ol Ihess tindings ar unkmown. in viro drug interacnon studies in human [er micro-
50mas indicana thal trRmadol has no sffect on quinidine melabolsm,

e with Intubitors of CYPZD6

I vitre drog inlwraction sludies in human Hvar microsames indicatd that concomant adminksication with inhibitars ol
CYP20E such as tluaxeling, parakatine. and amiriptyling coubd resull in some Inhlbhtion of the metabalism of iamadol.
Use with Cimetiding

Concomilam adminislration of tramadol with elmatidine doss nol resull in cllnlcally significanl ckanges in tramadal
pharmacekinatics, Therators, no aflsralion of the dal dasage reglmenis

s with MAQ Inhibilors

Interaciions with BAD Indlbltars, dus to
centrakly acting mugs (o4 WARANINGS, Uss wilh MAO Imhﬁws)

Lisa with Digoxi 200 Wartzon

Past-markaling survsikance has mvealed ara raports of digoxin texicity and alsralion of warfarin offect, Including
l\walion of pmlhmrnhin 1imrs.

have been reported lar some

af Fartitity

A slight, but stalstically signiican, increase fn lwo cammon muring tumars, pulmonary and hepatic, was abserved fna

mauss mmlnngemcmf study. particularly in aged mica. Mica wara dasad arally up to 30 mgkg (30 mgfm2 or 0.6 limes

Ihe maximum caity human dosage af 246 mg/m?) for approximately heo years, afthough the sfudy was nol done wih the

Maxmum Talorared Dose. This (indwng is not baliaved to suggast rish in humans. Mo such tinding vecurred in a ral car-

cinogenicity study (dosing oraty up o 30 mgkg, 180 ma/mZ, or .71 limes Ihe maximum daily human dosage).

Tramadol was nol mutaganic in (he lollawing assays: Ames Saimonslls micrnsomal advatian lest, CHOHPAT mammalan

call assay, mouse lymphorna assay {in the abseace ol metabolic aclivation), dommart {ethal mulation tests in mica, chio-

mosone abarfalion 1esl in Chinese hamstars, and bone marraw micronuclius 18518 in mics and Chinesd hamslers.

Waakly mutaganic resulls occurmed in the presenca of maabolic actrvalion in the mousa ymphoma asszy and micranuchous

tesl in rats. Ovecall, the waight ol avidence from tharsa tests indical»s that tramadol daws nat pose 2 genatoxic risk (0 hurrmns.

Nn elfecss on farilty ware observed lar iramadal al oral dose kewsis up I 50 mgA@ (100 mym2) in male rats and 75
"%HSU mg/m?) in lemals rats. Thess dasages are 1.2 and 1.6 limes Ih maximum daity human dosags of 246

TRg/mE, respaciivaly,

Prograncy, Terxiogenic Effecls: Pragnancy Calsgory &

Tramadol has been shown 19 bu smbrystoxdc and letotosic in moos, ($20 mg/Aag or 360 mg/md), rals (=25 mgdg or 150

mg/me} and rabhits (=75 mgm or 00 roginiZ) a1 matemally e dosages. bul was ruf EAratogaic 3t These dask lavals.

These dosages on a m basis are 1.4 >0.6, and 1.6 imes the maximum daily fuman dasage {246 mg/m2) for

mouse, 4at and rabbA, mspmmw

Mo drug related ler2loganic sitecis ware obsarad in progeny ol mice (up to 140 mgkg or 420 mg/m?], rats (up to 60

Mg or 480 mym?] o rabbAs (up to 300 mgAyg or 3600 mg/me) hxsted with tramadol by vanous rautes. Embryo and

felal axicmy coasisted privnarity ol dacreased letal wighis, skalmtal assdicatian and incrazsed supemumerary bs at

malernally toxic dose leveis. Transient delays in devetopmental er bahavioral paramatars wark also se¢n in pups from rat

dams allowed 10 defeer. Embryo and faial lethalty ware reporied only in one bl sody at 300 myAg (J600 mymE), a

dose Ihat would causa exiveme maternal toxicity in the mboH. The dosages listad lor mouse, rat and rabtit are 1.7, 1.9

and) 14,6 limas. ine mayimuin daity tuman tosage (246 mg/m2), respaciively,

Non-tevatagenic Fifects

Tramadol was evalaled in peri- and post-nalal sludies m rats. Progeay of dams raceiving oral {gavage) dose kvels ol 50

Mk (300 mg/m? or 1.2 wmes Ihe maximum daity human tramaded dosaga) or graaler had decreasad waights, and pup

survval was dacreased early in lctalior al 80 mgfeg (480 mg/mZ or 1.9 and higher the maximum daity human dase},

Therg are ne adaquate and wall-comicliad sydies in piegnant women, Tramadol hydrochiaride tahints shoukd by used

during pregnancy only i Ihe pofential beneli justilies the potemial risk |o the fetus. tisoratal salzures, neonalal withdraw-

Al syndiame, fetad death and siill birth have been reporiad during past-markeling.

Labiorand Delivery

Tramadol hydrachloride tablets should ol be w5ed in pregnam wamen prior (o 4r turing kabor unkiss e porerial beps-

fits oubweigh the nsks. Sale use in psagnancy kas nol bean esiabiizhed, Coronic uss durbng pregnancy may baad 16 ohysi-

2l gapandanca and posi-parum withdrawal sympiasms. in tha nawharn (See PAUG ABUSE AND DEPEMDENCE) Tramagol

#as been shown |o crass the placenda The mean ralio of sszum framadai in the umbidical veins comgared to malernal

vains was 0.83 lar 40 women given tramadol during later,

The effect ol tramadel, H any, on the BIEr grewih, davelopment, and luncoonal maturatian of the child is wknown.

Nursing Mothers

Tramadai frydrochiarida talilels ara nol tor abstetrical or for post-dalivery aralgesa

i pursig mothers becausd its safety in inlans and newhorns kas nol been studisd. Fallawirg a single I¥ 100 mQ dosa ol

Aramanin), the cumulatfve decretion in braast milk wittin 16 hours postdose was 100 wg of tramadol (0.1% ol the malsinal

dass) and 27 Fg ol M1,

Pediatrlc Use

The salety and stlicacy of tamadol in patiants undsr 16 years of age tav a0l teen established. Tha use of Iramasdol in

the pedlatric population is not ecommendad.

Berinie Une

In generat, dose salectian lor an skderdy patient shauld be Gunous. wsually starting at a low end of the dosing fange.,

llecling the greater frequency ol decreased hapatic, ranal or cardiat funclion and of cancomitart disngsa or oiner drug

Iharapy. In patients aver 75 years of ags, dally doses in excess of 300 mg are nol recommended. [sen CLINICAL PHAR-
MACOLOGY and DOSAGE AND ADMINIS TRATIDN),

A total of 455 ebdurly (65 ymars of ape or older) subjects wers #xposed o tamadal in conlrolted clmical Icals. O thoss,
145 subjects ware 75 yaars ol dgu and oidsr.

In studies irchuding geratric patients, Irzatment-imaig adversa evants ware higher in subjscls pvar 735 years of age com-
pared to 85 years ol agn. i 30% al thase evar T5 yazrs af aga hed gastrolmtestinal treatmen|-mit-
Ing 2cverse avens compared 10 17% of thess under 65 yaars of age. Carstipation resuled in drsoonlinualion of traalmant
In 10% ol those aver 75.

ADYERSE REACTIOHS

Tramadol hydrochiaride tablets were administared to 550 palienis during the double-blind or opan-tabal axisnsion pariods
i U.5. s1udies of chroniz nonmaligrant pain, Of Ihesa patisnis, 175 wem 65 yaars old or older, Table 2 reparts the cumu-
lative incidance rate of advarse reactians by 7. 30 and 90 days (or the most Jrequent reactions (5% or more by 7 days].
The most frequendty reported svams were in Iha ceniral nervous system and gasirofniesting! system, Afhaugh Ihas reac-
tions Iisiad in the fable are ¢4t to ba probadly ried to Imadol edministration, [ha Jspanied mles also irchide sams
evants that may have baen dus lo ying disease ar Tha averall inciderrcs rales of adwirse
experimnces in Lhass Irials warn similar for irmmadal and the clive control groups, TYLENOL® with Cadwine £ (aceta-
minophan J00 my with cadaina phesphate 30 mg), and aspirin 325 my wilh codeina phosphate 10 mg, hawaval, the rales
of whttdrawals due |o adversa evanis appeared (0 ba higher inthe Tamado! groups.

Tablo 2
Lumutative Incidaace of Adverss Acactiom fv1 Tresmdol Hydyochiovide Tabl et

i Chronde Trialy of Monmallgeari Pain (N=2T)

o o Up o Up
7 Cays 30 Doys 90 Days
[ Dizriness/Vertige 8% EIES 2% -
Nausea 24% % %
Conetpalion 2% % 4E%
Headache 8% 2% A
%% 2% 25%
Vominng % 1% ™%
Prurtiue a% 1% %
“CNS Stimutation ™ "% "%
Asthania a% - 1% 12%
Swoating % ™ L)
Dyspepsia 5% e 1%
Dry Mouth 5% L 10%
Diarhea 5% E% 0%
1CNS an” A fa ol andaty, agiation, wemar, spasiicity. supheria, amotional i ity an
hailudinatlans.

incidencs 1% la kess than 5% possibly crostily rlarad: the foliowing fisis advarse mactions Lhat occurrad with a7 inei-
dence of 1% lo (=35 than 5% in clinjcal \riads, and for which tha possibility et a causal relationship wilh tramarol sxists.

Body 21 a Whole: Matisa,
Cardiovascelar: Vasoditalion.
Cantral Nermus Byxiom: Anxioly, Confusion, C:

Euphoria, Miosis, , Slenp discadar,

Bastrabtlestinal Addommal pair. Anoresda, Flatulnce.
Nurstokoskelatat Hypartona
hin: Rash.

Special Sensra: Visual diciurbance.

Urogenitad: Menopausal symploms, Urinary frequency, Urinary retemlion,

Incidenca ks than 1% possdfy causally ratated: It foliowing lists advarse mactions. Ihat necurred wilh an Incidence of
less than 1% in dnical wiads and‘or reporiad in posi-markating sxpariance.

Bady as & Whote: Accidental mjury, Allergic neachan, Anaphylaxis, Dazth, Suicldal tondency, Weight ass, Seralonin gyn-

* trome {mental status changs, rwlnuﬂcxia. taver, shivering, framor, agltatian, diaphoresks, saizures and coma).

, Syncops,

Cuntrai Nerveun Syshim: Abnormal gan, Amnesia. Goqmtlve lunclion, Dag
Hallucinanans, Paresthasia. Salzure (see WAANMGS), Tramar. .
Respieaiory: Dysprea
Skin: Shavans-dahnsan syndromalTaxic epidermal nacrolysis, Urlicana, Vasichs,
Spaclal Renres: Qysgewsia,
Urogenital: Dysurta, Mensirual disorder.
Other adversa oxperisnces, causal relationshig onknown: A varinty of oifiar adverse events ware raported infrsquanty in
palitnls taking tramadal iydsachioride tablats during <linical triaks. and/or raporied in posi-marketing experience. A causal
relationship belwsan (ramado! bydrochloride tablets and (hase wvanis has nol been dedonmined, Howevr, the most signifi-
cani evanls are lisied balow as alecting |mnrmal|m| la the pm-suxan

Abnormal ECT, Hyp: 5 ischamia, F
Pulmerary smbolism.
Cenbrsl Aervous Syziem: Migraine, Saeech disardars.
Gastrolntestioal: Gaxlraintastingl bleeding, Hepali's, Stomatitis, Liver laiure.
Labormt oy Admoroalities: Croatining merease, Elmvatad fiver anrymes, Hamoglabin decrease, Prolsinuria,
Senzory: Cataracts, Dealnass, Tinnflus.
DRUG ABUSE ARD DEPENDERCE
Tramadal may induca psychic and ghysical dependanca of (he morphine-ypd (u-opioid) {ses WARMINGS) Dapendanca
and abusa, including diug-saeking bohavior and taking illkcht actions te obfam tha drug are nol bmited  those patients
with prior fiistory of opind depaadence. The risk in patienls with substanca abuse has bezn obsarved 1o b highar
Tramadai is assotialed with crawing and lokarance developmenl. Withdrawal symptoms. may gecor il ramadol & discon-
tinued abrupty. These symplams m-ly rlclude amdaly. swmllg Insmlma. ngms pmn nausea, tremors, damhea, upper

, Difficulty in

Pulmonary ddena,

Taraty s bzt may
hu rdlwnd by ralnstitution of uwmd mmw Iollowerd by a gradln.l lapared dm uducllnn ol tha medicataon cambined
wilh symptomatic support.

OYERPOSAGE

Sarious polantial ol sage a1e respicatory dapcession, hithargy, coma, saizira, card@c ames and

dualh. (See WARMINGS.] Fatalities have baen raported [n past markaling in association wiih both infentiadal and uninten-

Lional overdose with tramadad. In tieating an overdose, primary atiention should be ghan to rimaning adequata vamita-

tian along wilh ganeral supportive Irvalmant. Whils nalaxons will revarse soma, but not all, symploms causad by over-

dosage with ramadol, Ma risk ol seinures is 50 incraased with naloxana agminismation. n llm wmulslvlls Tolow-

I the adminisiraban of toxic doses ol Immadol could ba with i o b imas bul ware

incrazasad with rafacone, Maloxane adminisiration did not change |he tejhaldy ol an averdoss in mice. Hemodialys! is nol

axpeciar o ba helpiul in an overdosa because it 1=moves less Ihan 7% of the administermd dosz b a 4-hour diztysis parind,

TOSAGE AHD ADMINIS TRATION

Adulis 17 years ol aga and over)

For patisnts with modarale te modaralely sevees chionic pain not requinng rapid onset ol analgesic sffoct, the tolurability

ol tramado! can be improved by inftiating Ihacagy wilh a Idmtian regimen. Tha lolsl daity doso may ba increased by 50 mg

as lalerated avery 1 days To reach 200 mg/day (50 mg n.i.d). Aftar litrtion, Inmadel fygrochiorids tablels 50 1a 100 mg

can ba acdministsred s nasded lor pain relal svery 4 1a & hours not to excesd 400 mp/day.

Far the sutrsel of patisnts for whom rapid onsal of amslgesic sfact |5 required 2ad for whom the benelits autweigh Hha risk

ol disgontinuatian dus |a advarse evems associzlad with hu;hur inflial dpsas, tramadol hydrochiands tablels S0 mg 16 100

mg can ba adaunisiered as nwesed for pain l!lll every lour Lo six hours, nod ta exceed 400 mg/day.

Individualimatios of Dot

Gaod pain managament practice dictales hat the dosa be individualized according fe patient need using Ihe lowesl beneli-

cial dosa. Studies with tramadal in anclls have shown that slarting at Iha lawest pessible doss and tialing upwand will

resudl in fewar discontinualions and increased lulerammy
+ In it patienms with suatinine cleamacs Ines Wi 30 ml/min, It I§ rscommended [hat the desing urlarval ol tramadof be
increassd o 12 hours, with a maimuwn daily dose ol 200 mg. Sinca only 7% ol an administersd dosa i remowd by
hemodialysis, diatyran pathests can racaive 1hair raguiar dose an (he day of diatysis,

« The recommanded dosa (or adult patiants wilh cirheals s 50 ryy svary 12 haurs.

= i genaral, dose seloction for an sidarty patient Gvar 65 years old should be cantfous, wsually tarting a Iha low and of
(ha dosing range, Telkcting the greatar (1equancy ol decrsased hepalic, ranal or cardiag funptian and ol copepmilant dis-
easa orother deug therapy. For elderty patients over 73 yewrs o/d, latal dosa should nol exceed 100 mg/day.

HOW SUPPLED

Tramadl Hydrochiorida Tattals. 50 mg. are white 10 oll-whits, 1ilm cazied, round tabints debossad ‘g cvar T311° on one

side and plain on iz othar sk and are supplied in bolties ol 100, 500 wnd 1000,

Dispems4 In i light cantaingr.

Stors at conralled room Wimperature, 15°-307G {54°-66°F)Isea USP].

TYLENOL® with codein £1 and TYLOX® ar regisiared Irademarks o) RW Jotmson.
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